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" Part of Paper No. L 



DETAILED ACTION 

1 Applicant's election of Group I, claims 1-21, mailed 4/28/00 in Paper No 6 and 
election of species FcyRI and psoriasis, by phone on May 9, 2000 is acknowledged, 
tcause applicant did not distinctly and specifically point out the supposed errors .n 
the Restriction requirement, the election has been treated as an elect.on without 
traverse (MPEP § 818.03(a)). 

Claims 22-25 are withdrawn from further consideration by the examiner, 37 
C.F.R. § 1 .142(b) as being drawn to a nonelected invention. 

Claim 7 is withdrawn from further consideration pursuant to 37 CFR 1 142(b), as 
being drawn to a nonelected species, there being no allowable generic or Unking claim. 

2 The disclosure is objected to because of the following minor informalities. There 
appears to be no space after the "d" in the term "revealed the" on page 50, line 29. 

3 - usef, process, machine, manufacture, or composition 

0 Sr or any new and useful improvement thereof, may obtain a patent therefore, subject to the 
conditions and requirements of this title". 

4. The following is a quotation of the first paragraph of 35 U.S.C. § 1 12: 

«i Claim18 is rejected under 35 U.S.C. 101 because the claimed invention is not 
supported by ei her a substantial asserted utility or a well established utility because 
there is no asserted utility for reducing the number or ativity of macrophages in culture, 
other than for research purposes. 

Claim 18 is also rejected under 35 U.S.C. 112, first paragraph. Specifically 
since th^Taimed invention is not supported by either a substan^ or a 

well established utility for the reasons set forth above, one skilled in the art clearly, 
would not know how to use the claimed invention. 



6 Claims2-6 8-12and19-21 are rejected under 35 U.S.C. 112, first paragraph, as 
contairSg Tubjeci matter which was not described in the specification in such a way as 
tc TenTble 'one skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and/or use the invention. 
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The instant claims are drawn a method of preventing a disease in a subject 
chara JSra^rant activity or <^^^o< S» activity of 

not adequately taught by the specification *^^^S^^SSSS^*o 
data obtained from experiments ^^^^JS^eSecWIy In view at 

multiple causes or origins. 

Based upon the paucity of ^^Z^^Z^^^, 

- of « skl,,ed in me art 

to practice the claimed method. * - < - - 1 - 



u'stasssaassa" 

publication in this or a foreign country, bef ore tne . inve forei country or in 

SffirSS S KtX ~ « - aPP«o„ for paten, ,n 

the United States. 

, cairns 1-6 are reiected 

R T ( Cancer Immunol Immunother. 45:210-215, 1997), as eviaence y 
(J. Immunol. 155:4996-5002, 1995). 

r mow R T teaches that mabH22 (which they call MDX-33), binds circulating 
9. Curnow, R.T. teacnes incH mta v mn ri u iates CD64 (FcyRI) on monocytes, 

administration of mabH22 whicn ™icaxes, v destruction by 

autoimmune disorders, including ITP whrc is character zea y P ^.^ 
CD64 bearing monocytes £d macrophages ^which expre » Fjr 2 <_ 2g ^ pgge 2 , , 

rmt^S%T 8 aX n 9 e2i n 3 eS coLn2, second full paragraph). 
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Graziano et al teach that mabs 22 and 32 bind the FcyRI receptor with their Fv at 
sites that are distinct from the Fc binding site, and that the humanization of monoclonal 
antibody 22 eliminates immunogenic^ (see entire article including third paragraph of 
paqe 4996) and represents an important step in the development of anti-FcgRI-based 
molecules for the treatment of human diseases (see entire article including the last 
paragraph the article). The rejection is made on the basis that the mabH22 itself has 
the function of agents a) and b) recited in the claims. 

Therefore, the reference teachings anticipate the claimed invention. 

10 Claims 1-6 and 18 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Erickson et al ( British Journal of Haematology, 92:718-724, 1996). 

Erickson et al teach mab197 binds the FcyRI by its fab region to a nonligand 
binding domain of FcgRI as well as by its fc region and that it can effectively crosslink 
FcRyl on the surface of the human U-937 humanjnonocyte-like cell line resulting in 
receptor activation and modulation and that down modulation of FcgRI on circulating 
monocytes occurs in vivo after infusion of murine mab 197 in ITP patients (see entire 
article especially page 722, second paragraph of the discussion, and last paragraph 
of oaqe 723) Erickson et al also teaches ITP is characterized by destruction of 
immunoglobulin coated platelets by mononuclear phagocytes and that macrophages 
a^Sto be the major effectors in platelet destruction in ITP, and that the patient 
showed major clinical improvement after the first mab infusion (see entire article 
especially page 718, first paragraph, page 719, first full paragraph, and page 722, 
column 2, third full paragraph). Therefore, the reference teachings anticipate the 
claimed invention. 

Erickson et al also teach that treatment of the human monocyte cell line U-937 
with mab 197 has been shown to result in rapid internalization of FcyRI (see entire 
article, including page 720, last paragraph of column 1 ) thus reducing the activity ' of he 
macrophages like cell line. The rejection is made on the basis that the mab197 itself 
has the function of agents a) and b) recited in the claims. Therefore, the reference 
teachings anticipate the claimed invention. 

11. The following is a quotation of 35 U.S.C. § 103 which forms the basis for all 
obviousness rejections set forth in this Office action: 

A patent may not be obtained though the invention is not identically disclosed or described as set 
foSh in section 1 02 of this title, if the differences between the subject matter sought to be patented 
Td t e prior art are such that the subject matter as a whole would have been obvious at the time 
the inventL was made to a person having ordinary skill in the art to which said subject matter 
pertahs Patentability shall not be negatived by the manner in which the invention was made. 
SubPmatter devehped by another person, which qualifies as prior art only under subsect,on (f) 
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/ i f .^tfon 107 of this title shall not preclude patentability under this section where the subject 
^^SSSEEQ ««. «me the inve*n was made, owned by the same 
person or subject to an obligation ot assignment to the same person. 

,2 Claims 1-2, 8-12 and 21 are rejected under 35 U.S.O103W « b*| 
patentable .over ^f£^^£^??%^%L 
Vj^wwZll 1^96) in view of UrVet al (U.S. Patent No. 5686072) 
KSSW^X KW06 ), Rybak et al (U.S. Patent No. 5840840 
Fasten et a' (U.S. Patent 5489525 ), and Bjerke et al (ACTA Derm Venereol (Stockh) 
1994;Suppl.186:141-142). 

Graziano et al teach as above. 

Erickson et al teach as above. 

Curnow teaches as above. 

Uhr et al teach various ricin A chain-containing anti-CD19 and anti-CD22 

as Fab an'bo^ fragments and deg.ycosy.ated ricin A cham(dgA), has also been 
investigated (see entire patent, especially column 4, lines 39-64). 

Ghetie et al also teach the toxin moiety of the immunotoxin may be any one of a 
variety of to^nfthat are commonly employed in the art include, for example^ gelonin 
S^Trt ridn A chain, and most preferably, deg.ycosy.ated nc.n A chain, (see 
entire patent, especially column 7, lines 21-27). 

Rvbak et al teach the use of an RNase protein (preferably, a mammalian 

a pSand recognition moiety of specific binding with a chosen cell surface marker, 
(see entire patent, especially column 7, lines 30-36). 

Pastan teaches cytotoxic binding proteins of the invention are produced by 

fn Jhe immunotoxins described here including Pseudomonas exotoxin A (PE), (see 
entire patent, especially column 8, lines 10-25). 

Rierke et al teach that highly active psoriatic lesions showed highest reactivity 
with FcRg*monoc,onal antibodiesand the number of FCR positive cells decreased ,n 
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conation ,o the improvement lowing therapy (see entire articie, especially the first 
paragraph of the Results section and the Abstract) 

Vitetta.Rybakand Pastan because sa c iimm Furthermore it would 

and kill or reduce the a ctivi * °! ^ was made to have 

have been obvious to one of skill in the art at the time ine " n aberrant 

used said immunotoxin in * erke et al 

activity or number of macrophages such , a » ° r ^ r and or ^ ctivity of 

and Curnow et al.. respectively, ^^^^^^etiS^e treatment, 
macrophages in a macrophage mediated disease » ^« ^ . tne 

Furthermore it would have been obvious to one of ataU n the a 
invention was made to have used the mabs 2 2. 32 an ^ i y / • at g S|te wnicn is 

and Curnow teach these monoclonal anybodies '^nd me jnterfere ^ 

not bound by an endogenous ™ un ^^ it would have been . 

normal Ig mediated uptake of * aid ™^ to have humanized 

obvious to one of skill in the art at the time the invent on was * Qf tpe 

the mabs 22, 32 and (and would similarly 

monoclonal antibody 22 reduces or '" d 97) and is an important 

apply to the humaniza.ior ^^^S^^^^^ of human 
step in the development of an ^9™ h b 0 a o s n e ° t0 one of ski || in the art at the time 
diseases. Furthermore ft would have een obvnous^ to one * one of 

the invention was made to have used since Vitetta. Rybak 

ft^Jl^K^M in an immunotoxin. 

producing the claimed invention There ^^'"^' ^f^re invention was 
contrary. 

13 . Claims 1 and 13-17 are rented under -35 ^ 103(a) as being ^unpatentable 
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McGrath et al teaches the following; a method that features a liposome 

eXno.S^^oso^s P are we,, Know, in the art. (see en.,re patent, 
especially column 6, lines 66-67 and column 6. lines 1-15). 

patent, especially column 1 ). 

Rodwell et al teach liposome mediated delivery of pharmaceutical agents and 

o'raet sites, (see entire patent, especially column 19, hnes 35-38). 
Liffson et al teach that a protein may be administered in a 

infected cells, (see entire patent, especially column 7, lines 32 37). 
entire patent, especially column 4, lines 1-19). 
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by macrophages. Furthermore it would have been obvious to one of skill in the art at 
the time the invention was made to have used a single chain antibody, or fragment 
thereof of the FcgRI binding monoclonal antibodies taught by Erickson, Graziano and 
Curnow since Bagshawe teaches the advantages of using antibody fragments 
including improved pharmacological properties. Furthermore it would have been 
obvious to one of skill in the art at the time the invention was made to have combined 
the cytotoxic agent CL2MDP in a liposome in the claimed method because Estis al 
teach that liposomes can carrying CL2MDP and because McGrath et al teaches a 
method that features a liposome preparation containing within the liposome 

macrophage-specific cytotoxin or a broad-spectrum cytotoxic agent for the uptake of 
the cytotoxin-containing liposome preferentially by a macrophage and that methods for 
the preparation of therapeutic liposomes are well known in the art . 

From the combined teachings of the references, it is apparent that one of 
ordinary skill in the art would have had a reasonable expectation of success in 
producing the claimed invention. Therefore, the invention as a whole would have been 
prima facie obvious to one of ordinary skill in the art at the time the invention was 
made, as evidenced by the references, especially in the absence of evidence to the 
contrary. 

14. No claim is allowed. 

1 5 Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Amy DeCloux whose telephone number is (703) 306- 
5821 The examiner can normally be reached Monday through Friday from 9:00 am to 
6 00 pm A message may be left on the examiner's voice mail service. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Christina Chan can be reached on (703) 308-3973. Any inquiry of a general nature or 
relating to the status of this application should be directed to the Technology Center 
1600 receptionist whose telephone number is (703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 
by facsimile transmission. Papers should be faxed to Technology Center 1600 via the 
PTO Fax Center located in Crystal Mall 1 . The faxing of such papers must < conform 
with the notice published in the Official Gazette, 1096 OG 30 (November 15, 1989). 
The CM1 Fax Center telephone number is (703) 305-3014. 

Amy DeCloux, Ph.D. 0 S^^ O~b&o*~~*"* 

Patent Examiner, DAVID SAUNDERS 

Group 1640, Technology Center 1600 PRI K^S ER /.w * 

June 30, 2000 AKl I w^r t 



